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DETAILED ACTION 

1 . The Office acknowledges the receipt of the response filed on 1/4/2007. The 
Office also acknowledges the receipt of the preliminary amendment containing claims 
19-30 on 3/16/2004. Applicant has amended claims 20, 24 and 28. Therefore claims 19- 
30 are pending and examined. 

Specification 

2. The title of the invention is not descriptive. A new title is required that is clearly 
indicative of the invention to which the claims are directed. 

3. The use of the trademark Vectastain (p.50), Genius (p. 69) and Roferon (p.78) 
has been noted in this application. They should be capitalized wherever they appear 
and be accompanied by the generic terminology. 

Although the use of trademarks is permissible in patent applications, the 
proprietary nature of the marks should be respected and every effort made to prevent 
their use in any manner, which might adversely affect their validity as trademarks. 

4. The specification is objected to for failing to adhere to the requirements of the 
sequence rules. Applicant must append SEQ ID Nos. to all mentions of specific 
sequences in the specification and the claims. See 37 CFR § 1.821(d). 

Priority 

5. Applicant is required to update the priority information by filing an amendment 
to the first sentence(s) of the specification or an ADS. See MPEP § 201 .1 1 . 

6. Applicant is entitled to the priority date of 10/8/1997 (filing date of Application 
No. 08/946, 710) for a method of preventing destructive joint disease associated with 
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rheumatoid arthritis, a method of reducing inflammation associated with rheumatoid 
arthritis and a method of reducing a level of interleukin in an individual with rheumatoid 
arthritis. However, the Applicant is entitled to the priority date of 4/12/1994 (filing date of 
Application No. 08/226, 631) for a method of treating rheumatoid arthritis. 

Drawings 

7. The drawings filed 3/16/2004 is acknowledged. 

Information Disclosure Statement 

8. The IDS filed 2/22/2005 has been considered. 

Claim Rejections - 35 USC § 112, second paragraph 

9. The following is a quotation of the second paragraph of 35 U.S.C. 112: 

the specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 21, 22, 25, 26, 27, 29 and 30 are rejected under 35 U.S.C. 112, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention. 

9a. Claim 27 recites, "said decreasing the level" in claim 27 line 4. There is 
insufficient antecedent basis for this limitation in the claim. It is suggested that Applicant 
rewrite the claim to read " reducing the level of IL-1 " 

9b. Claims 21, 22, 25, 26, 29 and 30 are rejected as being vague and indefinite 
because it is unclear if IFN-a or any human recombinant interferon is used in the 
methods of the instant invention. 

9c. Claims 19- 30 are rejected as being vague and indefinite because it is 
unclear if IFN-a administered is in "international units" or "units". Further, it is not clear if 
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the dosage administered is per Kg or total dose administered. The specification teaches 
that the dosage administered is 30,000 units. 

Claim Rejections - 35 USC § 112, first paragraph 
10. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

10a. Claims 19-22 are rejected under 35 U.S.C. 112, first paragraph, because 
the specification, while enabling for treating destructive joint disease associated with 
rheumatoid arthritis in an individual or reducing inflammation associated with 
rheumatoid arthritis or reducing the level of interleukin in an individual with rheumatoid 
arthritis by oral administration of IFN-a, does not reasonably provide enablement for the 
preventing destructive joint disease associated with rheumatoid arthritis in an individual. 
The specification does not enable any person skilled in the art to which it pertains, or 
with which it is most nearly connected, to make and use the invention commensurate in 
scope with these claims. 

The test of enablement is not whether any experimentation is necessary, but 
whether, if experimentation is necessary, it is undue. See In re Wands, 858 F.2d at 737, 
8 USPQ2d at 1404 The factors to be considered when determining whether there is 
sufficient evidence to support a determination that a disclosure does not satisfy the 
enablement requirement and whether any necessary experimentation is "undue" 
include, but are not limited to: (1 ) the breadth of the claims; (2) the nature of the 
invention; (3) the state of the prior art; (4) the level of one of ordinary skill; (5) the level 
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of predictability in the art; (6) the amount of direction provided by the inventor; (7) the 
existence of working examples; and (8) the quantity of experimentation needed to make 
or use the invention based on the content of the disclosure. 

Claims 19-22 are drawn to preventing destructive joint disease associated with 
rheumatoid arthritis by administering IFN-a orally. Applicant has shown in general there 
is improvement in the clinical indices (page 81). The prior art also teaches there is 
improvement in the clinical indices (Shiozawa et al., 1992). However, the specification 
as filed is insufficient to enable one of skilled in the art to practice the claimed invention 
of preventing destructive joint disease associated with rheumatoid arthritis without an 
undue amount of experimentation because the specification and the prior art have not 
prevented destructive joint disease associated with rheumatoid arthritis by administering 
IFN-a orally. 

Applicant has not disclosed how to use the claimed invention to prevent 
destructive joint disease associated with rheumatoid arthritis by administering IFN-a 
orally of the subjects. There is insufficient evidence of the invention with respect to the 
in vivo operability of the claimed invention. Specifically, specification and prior art only 
teach the improvement of clinical indices and not the preventing destructive joint 
disease associated with rheumatoid arthritis. For example, the specification fails to 
provide guidance with respect to what patient population will be selected for the 
preventing destructive joint disease associated with rheumatoid arthritis by 
administering IFN-a. Also if a patient population with the "disease symptoms" are 
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identified, the onset of disease has taken place, thus the pathology cannot be prevented 
(only further progression maybe stopped). 

Since, there is inadequate guidance as to the nature of the invention, it is merely 
an invitation to the artisan to use the current invention as a starting point for further 
experimentation for preventing destructive joint disease associated with rheumatoid 
arthritis by administering IFN-a orally. In addition, because there are no working 
examples provided describing prevention of diseases or models it would require an 
undue amount of experimentation to one of skill in the art to practice the claimed 
invention. 

Given the breadth of claims 19-22 in light of the unpredictability of the art as 
determined by the lack of working examples, the level of skill of the artisan, and the lack 
of guidance provided in the instant specification and the prior art of record, it would 
require undue experimentation for one of ordinary skill in the art to make and use the 
claimed invention for a method of preventing destructive joint disease associated with 
rheumatoid arthritis by administering IFN-a orally. 

Claim Rejections - 35 USC § 103 

11. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 
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The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

11a. Claims 19-26 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Shozawa et al. (1992) in view of Cummings (U.S. Patent No: 4, 497, 795) and 
Cummings (U.S. Patent No: 5, 019, 382). 

Claims are drawn to the oral administration of interferon-alpha for treating 
destructive joint disease associated with rheumatoid arthritis or reducing inflammation 
associated with rheumatoid arthritis. 

Shozawa et al. disclose the administration of interferon alpha to treat rheumatoid 
arthritis (Table II, page 406). There is a reduction in swelling (inflammation). The 
reference also teaches that interferon-alpha therapy improves certain inflammatory 
indices of rheumatoid arthritis such as the joint score, C-reactive protein value and 
platelet count (p.406, column 2). Thus treating the destructive joint disease associated 
with rheumatoid arthritis. The reference also teaches that cytokines such as interleukin- 
1 (IL-1), IL-6 and tumor necrosis factor a play an important roles in the pathogenesis of 
rheumatoid arthritis (page 405). The reference does not teach dosage ranges described 
in the claims and the oral administration of IFN-a. 
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Cummings (U.S. Patent No: 4, 497, 795, Ref. A3 of PT01449 dated 2/22/2005) 
teaches the oral administration of 5,000 to 50, 000 units of interferon per Kg body 
weight (see claim 15). This is equivalent to about 500 to 5000 lU/Kg. Cummings (U.S. 
Patent No: 5, 019, 382, Ref. A4 of PT01449 dated 2/22/2005) describes that 1 unit = 
0.1 IU (column 3, lines 54-55). The reference also discloses a staggered regimen 
including one to three days treatment per week or month (column, 5, lines 53-55). 

It would have been obvious to one of ordinary skill in the art, at the time the 
invention was made to modify the interferon doses of Shozawa et al. (1992) to those 
taught by Cummings (U.S. Patent No: 4, 497, 795) and Cummings (U.S. Patent No: 5, 
019, 382) with expectation of treating rheumatoid arthritis patients. One of ordinary skill 
in the art would have been motivated to use interferon in the doses recommended by 
Cummings et al (U.S. Patent No: 4, 497, 795) to treat rheumatoid arthritis with the 
expectation of success as because Cummings (U.S. Patent No: 5, 019, 382) teaches 
the treatment of autoimmune disorder, which includes rheumatoid arthritis (see column 
5, lines 40-50). Therefore, the instant claims are prima facie obvious over Shozawa et 
al. (1992) in view of Cummings (U.S. Patent No: 4, 497, 795) and Cummings (U.S. - 
Patent No: 5, 019, 382). 

11b. Claims 27-30 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Shozawa et al. (1992) in view of Cummings (U.S. Patent No: 4, 497, 795) and 
Cummings (U.S. Patent No: 5, 019, 382) further in view of Aman et al. (1994). 

Claims are drawn to the oral administration of interferon-alpha for reducing the 
level of interleukin in an individual with rheumatoid arthritis. 



Application/Control Number: 10/801,277 Page 9 

Art Unit: 1647 

The teachings of Shozawa et al. (1992) in view of Cummings (U.S. Patent No: 4, 
497, 795) and Cummings (U.S. Patent No: 5, 019, 382) as been disclosed above in 
paragraph 10a. Although, Shozawa et al. teaches that cytokines such as interleukin-1 
(IL-1), IL-6 and tumor necrosis factor a play an important roles in the pathogenesis of 
rheumatoid arthritis (page 405), it does not teach the reduction of interleukins following 
oral administration of interferon alpha. 

Aman et al. (1994) teaches the reduction of interleukin-1 following the 
administration of Interferon alpha (see abstract, p.4147). 

It would have been obvious to one of ordinary skill in the art, at the time the 
invention was made to modify the teaching of Shozawa et al. (1992), Cummings (U.S. 
Patent No: 4, 497, 795) and Cummings (U.S. Patent No: 5, 019, 382) with the teachings 
of Aman et al. (1994) with the expectation of reducing the level of interleukin in an 
individual with rheumatoid arthritis. One of ordinary skill in the art would have been 
motivated to use interferon to treat rheumatoid arthritis as taught by Shiozawa et al. 
(1992) in the doses recommended by Cummings et al (U.S. Patent No: 4, 497, 795 and 
U.S. Patent No: 5, 019, 382) to reduce the level of interleukin in an individual with 
rheumatoid arthritis with the expectation of success because Aman et al. (1994) 
teaches that the administration of interferon alpha will reduce interleukin-1 . Therefore, 
the instant claims are prima facie obvious over Shozawa et al. (1992) in view of 
Cummings (U.S. Patent No: 4, 497, 795) and Cummings (U.S. Patent No: 5, 019, 382) 
further in view of Aman et al. (1 994). 
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Conclusion 



12. No claims are allowable. 
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